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DETAILED ACTION 



Status of Application 



1. 



The remarks and amendments filed on 3/5/08 are acknowledged. 



2. 



Claims 1 , 3-4 and 6-9 were amended. New claims 1 1 -22 were added. 



3. 



Claims 1-22 are included in the prosecution. 



Response to Arguments 



Objection to the Specification 

4. Applicant's amendment of the Specification renders the objection moot. 
Claim Objections 

5. Applicant's amendments render the objections to claims 6, 8 and 9 moot. 
Rejection of claims 1-10 under 35 USC § 103(a) 

6. Applicant's arguments, see Page 7, filed 3/5/08, with respect to the rejection of 
claims 1-10 under 35 USC § 103(a) as being unpatentable over Egberink et al. (WO 
02/45753) in view of Schor et al. (US 4,369,172) have been fully considered but are not 
found persuasive. 

Applicant states that the claimed feature of "is maintained to have a water activity 
of at most 0.6" or the corresponding language in Claim 3 related to a water content of 
less than 9% w/w is critical to the claimed invention as shown in Table 2 on page 7 of 
the present application. Applicant states that as shown in this table, when the water 
activity increases above this threshold value the tablet becomes vulnerable to dust 
formation. Applicant argues that such a result and the threshold value is not disclosed, 
suggested, or even realized in either Egberink or Schor. 
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This is not found persuasive because although Egberink does not expressly 
teach the water activity of the tablet, Schor teaches a tablet with a moisture content of 
4.5-5.5%. This meets the limitation of a water content of less than 9% w/w. Since the 
limitations of at least 55% of a cellulose ether are also obviated by the 57% of HPMC 
taught by Schor and 70-85% HPMC taught by Egberink, the tablet composition 
intrinsically meets the limitation of a tablet with a water activity of at most 0.6. Since the 
tablet composition is obvious over Egberink and Schor. 

In response to applicant's argument that the references fail to show certain 
features of applicant's invention, it is noted that the features upon which applicant relies 
(i.e., " maintaining a water activity of at most 0.6") are not recited in the rejected claim(s). 
Although the claims are interpreted in light of the specification, limitations from the 
specification are not read into the claims. See In re Van Geuns, 988 F.2d 1 181 , 26 
USPQ2d 1057 (Fed.Cir. 1993). 

Applicant argues that there is no evidence of record that the "tight containers" 
disclosed by Egberink provide sufficient protection from moisture and that even if "tight 
containers" do provide some protection against moisture, such protection is less than 
hermetic containers, for example. 

This is not found persuasive because one with ordinary skill in the art would 
optimize the stability of the tablets during the process of routine optimization by 
protecting them from moisture and would use blister packs, foil packs, bottles, 
desiccants, and other packaging materials used in the art to prevent moisture uptake by 
contents. One with ordinary skill in the art would know that the "tight containers" 
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disclosed by Egberink are clearly used to enhance stability of the tablets as is generally 
performed in the art. 

Applicant argues that without any realization as to the threshold water activity or 
water content to remain below, there is nothing in Egberink or Schor to show how the 
container would satisfy this requirement. Applicant argues that the present invention 
differs from Schor by the fact that the tablets disclosed in the present invention are 
maintained to have a water activity of at most 0.6 (or a water content of less than 9% 
w/w). Applicant states that by decreasing the relative humidity storage condition (page 
2, lines 1-3) provides an advantage in a reduction of dust formation during handling 
tablets (page 1 , lines 31-33). There is no such suggestion in Schor et al to control the 
water activity in this way. 

This is not found persuasive because Schor discloses a tablet with a moisture 
content of 4.5-5.5%. The water activity of at most 0.6 would be obvious over this 
moisture content. The "threshold water activity" feature is not recited in the instant 
claims. 

Applicant argues that there is no basis to conclude that the tablets disclosed in 
Egberink originally have a water activity of at most 0.6 or water content when the tablets 
are leaving the tablet compression machine. 

This is not found persuasive because Egberink is combined with Schor which 
discloses a tablet with a moisture content of 4.5-5.5%, therefore, intrinsically this tablet 
will have a water activity of at most 0.6. 
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Applicant argues that when viewing the combined disclosures of Egberink and 
Schor, the skilled artisan would not be prompted to control the water activity (or the 
water content) by maintaining it to a reduced level in order to avoid dust formation. 
Applicant argues that the combined disclosures of Egberink and Schor fail to offer any 
suggestion that the water activity level (or water content) should be controlled to control 
dust formation, what water activity level (or water content) would be the practical 
threshold, or how the tablet may be maintained to not exceed this threshold. 

This is not found persuasive because "controlling the water activity (or the water 
content) by maintaining it to a reduced level in order to avoid dust formation" is a feature 
that is not recited in the instant claims. The water activity limitation is met by the 
moisture content disclosed by Schor. 

Applicant argues that the moisture contained in the tablet can be used to 
maintain the cohesion in the tablet and thus an increase of the moisture content of the 
tablets once they are leaving the tablet compression machine would be considered 
favorably by the one skilled in the art not to have dust formation. 

This statement is speculative because one with ordinary skill in the art would 
perform various experiments with a given active ingredient and excipients and would 
modify the components and process parameters, including moisture exposure, during 
the process of routine experimentation in order to determine which formulation and 
which corresponding conditions lead to minimal dust formation. Depending on the 
results of these experiments, one with ordinary skill in the art would make a 
determination about the moisture content and its relationship with dust formation. 
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Therefore, the rejection of 12/05/07 is maintained. 

Claim Rejections - 35 USC §103 

7. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 1-10 remain rejected and new claims 11-22 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Egberink et al. (WO 02/45753) in view of Schor et al. 
(US 4,369,172). 

The claimed invention is a packaged tablet with a matrix comprising at least 55% 
of a cellulose ether. The tablet has a water activity of at most 0.6 and is packaged to 
delay moisture uptake. 

Egberink teaches a pharmaceutical formulation comprising gepirone 
hydrochloride, a cellulosic polymer and microcrystalline cellulose (Page 1, lines 4-7). 
The amount of cellulosic polymer is from 70 to 85 wt% and the amount of gepirone 
hydrochloride is from 13 to 21 wt% (Page 1, line 35 to Page 2, line 1). HPMC is the 
preferred cellulosic polymer (Page 2, lines 25-27). Example 1 discloses tablet 
compositions with gepirone HCI dosages ranging from 40mg to 80mg and HPMC levels 
ranging from 70 to 75% (Page 4, lines 15-19). The compressed tablets are stored in 
tight containers until further use or testing (Page 5, line 29). 

Egberink does not expressly teach the water activity of the tablet. 



Application/Control Number: 10/528,479 Page 7 

Art Unit: 1615 

Schor teaches a carrier base material consisting of hydroxypropylmethylcellulose 
(HPMC) (Col. 1, lines 12-14). This carrier base has "greater stability, greater hardness, 
lower friability, reduced water solubility ... from hydroxypropylmethylcellulose" (Col. 2, 
lines 49-53). Example 1 discloses tablets with lithium carbonate and 57% of HPMC 
(400mg per 702mg tablet). The tablets "had a moisture content of 4.5-5.5%" (Col. 4, 
lines 19-51). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to make a tablet with HPMC (as a cellulose ether) at 70 to 85 wt%, 
as suggested by Egberink, combine it with the tablet containing 57% of HPMC and with 
a moisture content of 4.5-5.5%, as taught by Schor, and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because 
both the references teach tablet formulations with HPMC levels greater than 55% and 
with a low moisture level in the tablet and the advantages of a tablet with low moisture 
content include greater stability, greater hardness and lower friability (Schor, Col. 2, 
lines 49-51). 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Regarding instant claim 1, the limitation of a packaged tablet and the limitation of 
delaying moisture uptake would have been obvious over the tablets that are stored in 
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tight containers, as taught by Egberink (Page 5, line 29). One with ordinary skill in the 
art would optimize the stability of the tablets by protecting them from moisture and 
would use blister packs, foil packs, bottles, desiccants, and other packaging materials 
used in the art to prevent moisture uptake by contents. The limitation of at least 55% of 
a cellulose ether would have been obvious over the HPMC levels of 57% taught by 
Schor (Col. 4, lines 19-51) and HPMC levels ranging from 70 to 75% in the example 
taught by Egberink (Page 4, lines 1 5-1 9). The limitation of the tablet water activity would 
have been obvious over the low moisture content of the tablets taught by Schor (Col. 4, 
lines 50-51). 

Regarding instant claim 2, the limitation of the water activity of the tablet of less 
than 0.55 would have been obvious over the tablet containing 57% of HPMC and having 
a moisture content of 4.5-5.5%, as taught by Schor (Col. 4, lines 19-51). 

Regarding instant claim 3, the limitation of a packaged tablet and the limitation of 
delaying moisture uptake would have been obvious over the tablets that are stored in 
tight containers, as taught by Egberink (Page 5, line 29). The limitation of at least 55% 
of a cellulose ether would have been obvious over the HPMC levels of 57% taught by 
Schor (Col. 4, lines 19-51) and HPMC levels ranging from 70 to 75% in the example 
taught by Egberink (Page 4, lines 1 5-1 9). The limitation of the water content of the tablet 
less than 9% w/w would have been obvious over the low moisture content of the tablets 
taught by Schor (Col. 4, lines 50-51 ). 

Regarding instant claims 4, 7, 11 and 17, the limitation of more than 65% of a 
cellulose ether would have been obvious over the 70 to 85 wt% of cellulosic polymer 
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(HPMC levels ranging from 70 to 75% in Example 1 ) as taught by Egberink (Page 1 , 
line 35 to Page 2, line 1 and Page 4, lines 15-19). 

Regarding instant claims 5 and 10, the limitation of hydroxypropyl 
methylcellulose as the cellulose ether would have been obvious over the HPMC taught 
by Egberink (Page 2, lines 25-27) and Schor (Col. 1, lines 12-14). 

Regarding instant claims 6, 8, 12 and 18, the limitation of 20-85mg of gepirone 
HCI would have been obvious over the gepirone HCI dosages (ranging from 40mg to 
80mg) taught by Egberink (Page 4, lines 15-19). Egberink also teaches that the 
treatment regime starts with about 20mg of gepirone HCI per day and is gradually built 
up to 60-1 OOmg of gepirone HCI per day (Page 2, lines 7-1 1 ). One skilled in the art 
would modify the quantity of the active ingredient gepirone HCI based on the desired 
dosage during the process of routine experimentation. 

Regarding instant claim 9, the limitation of the tablet comprising 20-85mg of 
gepirone HCI would have been obvious over the gepirone HCI dosages (starting from 
20mg and building up to 100mg) taught by Egberink (Page 4, lines 15-19 and Page 2, 
lines 7-1 1 ). The limitation of the tablet matrix consisting of more than 65% of a cellulose 
ether would have been obvious over the 70 to 85 wt% of cellulosic polymer (HPMC 
levels ranging from 70 to 75% in Example 1 ) as taught by Egberink (Page 1 , line 35 to 
Page 2, line 1 and Page 4, lines 15-19). 

Regarding instant claims 13 and 19, the limitation of microcrystalline cellulose 
would have been obvious over the microcrystalline cellulose taught by Egberink (Page 
1, lines 4-7). 
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Regarding instant claims 14 and 20, the limitation of euroxide would have been 
obvious over the euroxide yellow or red taught by Egberink (Page 4, table with 
Composition of tablets). 

Regarding instant claims 15 and 21, the limitation of colloidal anhydrous silicon 
dioxide would have been obvious over the colloidal silicon dioxide taught by Egberink 
(Page 4, table with Composition of tablets). 

Regarding instant claims 16 and 22, the limitation of magnesium stearate would 
have been obvious over the magnesium stearate taught by Egberink (Page 4, table with 
Composition of tablets). 

Conclusion 

9. No claims are allowed. 

1 0. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Aradhana Sasan whose telephone number is (571) 272- 
9022. The examiner can normally be reached Monday to Thursday from 6:30 am to 
5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached at 571-272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). 

/Aradhana Sasan/ /MP WOODWARD/ 

Examiner, Art Unit 1615 Supervisory Patent Examiner, Art Unit 1615 



